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Epigenetic Cancer Therapy Makes Headway
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Histone deacetylase inhibitors: How they do work?
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Histone deacetylase inhibitors: How they do work?

Experimental data
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U373 cell line

VPA acute treatment (day 4)

VPA
P value*
Control (0. 5 mM) value

Apoptosis  5+/-2.1% 25+/-7.2%

*Unpaired t -student test

T98G cell line

VPA acute treatment (day 4)

VPA

Control P value*®

(0. 5 mM)
Apoptosis  3+/-1.8%  10.0+/-5.2%

*Unpaired t -student test

U373 cell line

VPA acute treatment (day 4)

VPA
P value*
Control (0.5 mM)

G1/G0  50+/-6.7% 40+/-5.2% 0.11
N 21+/- 3.9% 10+/2.9% 0.017
G2/M 29+/- 2.8% 50+/- 6.1%

*Unpaired t -student test

TI98G cell line

VPA acute treatment (day 4)

VPA
P value*
Control (0.5 mM) value

G1/GO0 60+/-10.1% 46+/-11.6% 0.18
N 19+/-4.1% 11+/-2.9%  0.051
G2/M 21+/-4.9% 40+/-8.5%

*Unpaired t -student test




72}
—_
%)
@)
)
—
=
]
o
>
N
=
%}
&
S
<’
A

Meeting in radiobiology — AIRB L’Aquila 2008

U373 cell line

J — _/

Acute treatment Chronic treatment

Days of treatment

N

0 mM VPA
B

0.5 mM VPA

Percent Viable Cells

0
=
|

TI98G cell line

1 4 7 10 12
J —

Acute treatment Chronic treatment

Days of treatment




Meeting in radiobiology — AIRB L’Aquila 2008

—<— Basal | Cells without chronic
" TMZ ’ VPA treatment

—-— Basal | Chronic treatment
= TMZ. with VPA

[

S

=]
|

U373 cell line

Cell Number X 104

Days of treatment

ﬁ Basal [ Cells without chronic
;I;MZI VPA treatment.
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= TMZ CFII‘OIIIC treatment
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T98G cell line

Cell Number X 104

Days of treatment

U373 cell line

VPA chronic treatment (day 10)

Control TMZ 50 uM TMZ 50 uM P value*
Apoptosis 4+/-21%  39.7+/-5.1% 59.5+/-9.1%

*One-Way ANOVA test

TI98G cell line

VPA chronic treatment (day 10)

Control TMZ 50 uM TMZ50uM P value*

Apoptosis  3+/-2.2%  18.0+/-7.4%  38.2+/-6.6%

*One-Way ANOVA test
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L T98G cell line

% cells with -H2AX

O U373 cell line

=1 [

Control TMZ 25 mM VPA 0.5 mM VPA (}':5 mM
TMZ 25 mM

RT (2 Gy)

DNA double strand breaks




Conclusions

with VPA results in a antiumor effects

of VPA causes a more modulation of
cell proliferation and apoptosis

VPA tumor cells to
antitumor effects

VPA the of tumor cells by suppressing the
cellular DNA repair capacity

Our results indicate that the of valproic acid with
temozolomide could be a promising strategy for the of
regardless of whether the cells are 1) §
to DNA damaging anticancer drugs
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Thank you for the attention




